USA). Briefly, purified total RNAs were processed for labeling using the Low RNA Input Fluorescent Linear Amplification Kit (Agilent Technologies, Santa Clara, CA) and hybridized with whole-genome mouse Agilent microarrays (8x60K). Equal quantities of total RNA were labeled with each reaction containing 25 ng of total RNA and 2 µl (34 pg) of RNA spike-in control. The quality of each cRNA sample was evaluated using 2100
Bioanalyzer (Agilent Technologies, Santa Clara, CA). Each sample was hybridized to an Agilent oligonucleotide microarray for all of the 32 independent experiments. The microarray slides were scanned using Agilent dual-laser Microarray Scanner and the digitized images were acquired and processed using Agilent Feature Extraction (FE) software v.12.0.
Background-subtracted intensities were normalized using the quantile method across all microarray experiments. We first corrected microarray expression intensity background using thr norm-exp algorithm with offset value of 50 1 . The background corrected data were normalized between arrays using cyclic loess method 2 . We applied limma moderated t-test to detect differentially expressed genes, considering the batch effect caused by different chips as covariates in the linear model. P-values were adjusted by BenjaminiHochberg method 3 . Differentially expressed genes (DEGs) were identified either using false discovery rate (FDR) of 0.05 or log-fold change of 1.5 and FDR of 0.05.
qRT-PCR Validation
qPCR analysis was performed for selected mRNAs using ABI PRISM 7500 System (Applied Biosystems, Foster City, CA). To confirm candidate mRNAs, cDNA was synthesized using 250 ηg of total RNA using a High-Capacity cDNA Archive Kit (Applied Biosystems, Foster City, CA). Ribosomal 18S rRNA, was used as a reference gene to normalize the expression ratios. All experiments were performed in triplicates. The cycle number (C t ) values were averaged and the difference between the 18S C t and the gene of interest C t were calculated to calculate the relative expression of the gene of interest using the 2 -ΔΔCt method 4 . The results are presented as fold change.
Epigenomics profiling
Chromatin Immunoprecipitation: Macrophages were isolated from aortas of mice exposed to CIH (n=20) or RA (n=20) conditions for 20 weeks, as described above. Immediately after isolation, cells were crosslinked and chromatin immunoprecipitated using the True MicroChip kit (Diagenode, Denville NJ) and antibodies specific for H3K9ac and were generated and sequenced using a HiSeq2000 instrument (Illumina).
ChIP-seq data analysis. Sequencing data was submitted to the GEO database (Accession number: GSE86851). Sequencing raw data was managed using the HiSeq Control Software were consistently aligned in all samples and suggested that they were not included in downstream analyses (blacklisted regions). We excluded such regions from our analyses.
To overcome the challenges imposed by the low amount of input chromatin in the ChIP reaction and minimize technical artifacts, we adopted an approach which combined two regions identified by Odin which also coincided with putative peaks identified by macs2.
Many of the remaining DB regions were observed to coincide with repetitive sequences.
Therefore, a further filtration was applied based on the 50-mer mappability score track obtained from the UCSC genome browser. All positions in DB regions were required to have a mappability score of 1 which implies that all 50-mer sequences found in the DB region are uniquely found in the known genome sequence. After filtering, peaks were annotated with the nearest genes using bedops package (Supplementary Tables S2 and S3) . 
Single locus

IHC and Image Processing
Carotid arteries were harvested from several mice in each treatment group and embedded in paraffin. Sections from each carotid artery were designated for H&E staining (at 1,000, 3,000, and 5,000 μm), and other staining protocols. The carotid arteries were submitted on numbered cassettes, and their identity was kept on a separate document (blinded). Slides were labeled according to the cassettes to allow for blinding at the time of interpretation and reading. Slides were read using 60× magnification on a Nikon Eclipse TE 2000-U microscope (Nikon Instruments Inc., Melville, NY, USA) and interpreted with calibrated Image-Pro Plus software (version 6.1.0.346, Media Cybernetics Inc., Bethesda, MD, USA).
The mean of the measurements done at the 1,000, 3,000, and 5000 μm mark distal to the bifurcation were used in the statistical analyses, with each mouse's CIMT was then averaged to represent the final CIMT measurement from the 2 treatment groups
